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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

Food  and  Drug  Administration 

[Docket  No.  80N-0370] 

Draft  Guideline  Patient  Package  Insert; 
Bendectin  and  Other  Combination 
Drugs  Containing  Doxylamine  and 
Vitamin  Be 

agency:  Food  and  Drug  Administration. 
action:  Notice. 

summary:  The  Food  and  Drug 
Administration  (FDA)  is  issuing  for 
comment  a  draft  guideline  patient 
package  insert  for  the  combination  drug 
containing  doxylamine  and  vitamin  B*. 
The  drug  is  used  to  treat  the  nausea  and 
vomiting  of  pregnancy  (“morning 
sickness”).  The  drug  is  marketed  under 
several  brand  names,  the  best  knowij 
being  Bendectin  (marketed  by  Merrell- 
National  Laboratories.  Cincinnati,  OH). 
Use  of  the  final  guideline  patient 
package  insert  by  manufacturers, 
distributors,  and  dispensers  of  the  drug 
will  constitute  compliance  with  the 
content  requirements  of  the  agency’s 
patient  package  insert  regulations.  FDA 
will  add  Bendectin  and  drop  warfarin 
(an  anti-coagulant  drug)  from  the  group 
of  drugs  to  which  the  agency  is  initially 
applying  its  patient  package  insert 
regulations. 

date:  Comments  by  January  19, 1981. 
ADDRESS:  Written  comments  to  the 
Dockets  Management  Branch  (formerly 
the  Hearing  Clerk’s  office)  (HFA-305), 
Food  and  Drug  Administration, 

Rm.  4-62,  5600  Fishers  Lane,  Rockville. 
MD  20857. 

FOR  FURTHER  INFORMATION  CONTACT: 

Stephen  C.  Croft,  Bureau  of  Drugs 
(HFD-107),  Food  and  Drug 
Administration,  5600  Fishers  Lane, 
Rockville.  MD  20857,  301-443-4893. 
SUPPLEMENTARY  INFORMATION:  The 
Food  and  Drug  Administration  (FDA)  is 
asking  for  comments  on  a  draft  guideline 
patient  package  insert  for  the 
combination  drug  containing 
doxylamine  succinate  (an  antihistamine) 
and  pyridoxine  hydrochloride  (vitamin 
Be)  that  is  labeled  for  the  treatment  of 
nausea  and  vomiting  during  pregnancy 
(often  called  “morning  sickness”).  The 
drug  is  most  commonly  referred  to  by 
the  brand  name  Bendectin,  marketed  by 
Merrell-National  Laboratories, 
Cincinnati,  OH.  which  has  the  greatest 
share  of  the  market  for  the  drug.  For 
purposes  of  brevity,  the  agency  will 
refer  to  the  drug  as  “Bendectin”  in  this 
notice,  but  this  notice  applies  to  all 
combination  drugs  that  contain 
doxylamine  and  vitamin  Be  and  are 


intended  to  treat  the  nausea  and 
vomiting  of  pregnancy. 

In  the  Federal  Register  of  September 
12. 1980  (45  FR  60754)  the  agency 
adopted  final  regulations  establishing 
requirements  and  procedures  for  the 
preparation  and  distribution  of  patient 
package  inserts  for  prescription  drugs 
for  human  use.  The  agency  also 
published  in  that  issue  of  the  Federal 
Register  10  draft  guideline  patient 
package  inserts  (45  FR  60785).  In  the 
final  rule  the  agency  stated  that  it  will 
limit  the  initial  implementation  of  the 
patient  package  insert  program  to  10 
drugs  or  drug  classes  for  about  3  years, 
and  will  evaluate  the  program  again 
before  applying  the  requirements  to 
other  drugs.  In  the  notice  of  draft 
guidelines  the  agency  stated  that  it 
would  publish  3  final  guideline  patient 
package  inserts  in  November  1980,  3  in 
December  1980,  and  4  in  January  1981.  In 
the  Federal  Register  of  November  25, 

1980  (45  FR  78514),  FDA  published  final 
guideline  patient  package  inserts  for 
cimetidine,  clofibrate,  and 
propoxyphene. 

As  discussed  more  fully  below,  FDA 
believes  that  a  patient  package  insert 
would  contribute  to  the  proper  use  of 
Bendectin  in  treating  the  nausea  and 
vomiting  of  pregnancy.  Because  the 
agency  has  not  yet  implemented  its 
patient  package  insert  requirements  for 
all  of  the  drugs  and  drug  classes 
identified  in  the  September  12. 1980, 
notice  and  because  the  agency  still 
believes  it  should  limit  the  initial 
implementation  of  the  program  to  10 
drugs  or  drug  classes,  the  agency  will 
substitute  Bendectin  for  one  of  the 
original  10  drugs  or  drug  classes.  Of  the 
drugs  and  drug  classes  to  which  FDA 
intended  to  apply  patient  package  insert 
requirements  during  the  initial  3-year 
phase,  FDA  has  decided  to  drop 
warfarin.  The  agency  believes  that  other 
drugs  in  the  program  will  provide 
information  during  the  3-year  evaluation 
period  similar  to  that  which  the  agency 
would  have  obtained  from  the  study  of  a 
warfarin  patient  package  insert.  Patient 
package  inserts  for  digoxin,  and 
phenytoin,  which  are  both  long-term 
care  drugs  that  require  careful  dosage 
control  and  good  patient  compliance  for 
their  safe  and  effective  use,  will  provide 
the  kind  of  information  the  agency 
would  have  obtained  from  a  warfarin 
patient  package  insert.  In  addition  many 
physicians,  pharmacists,  and  other 
health  care  professionals  are  already 
engaged  in  efforts  to  educate  patients 
who  use  warfarin  about  anticoagulant 
therapy.  Because  it  is  used  under  close 
medical  supervision,  the  agency  believes 
a  patient  package  insert  for  warfarin 


would  have  the  least  incremental 
improvement  on  patient  safety  of  the  10 
drugs  or  drug  classes  originally  selected 
for  the  agency’s  program.  Thus,  both  on 
medical  grounds  and  taking  into  account 
the  need  for  a  balanced  selection  of 
drugs  for  evaluation  purposes,  the 
agency  concludes  that  warfarin  is  the 
appropriate  drug  to  drop  in  order  to  add 
Bendectin. 

FDA  had  intended  to  publish  a  final 
guideline  patient  package  insert  for 
warfarin,  as  well  as  final  guideline 
patient  package  inserts  for  ampicillins 
and  phenytoin,  in  December  1980.  The 
agency  still  intends  to  publish  final 
guideline  patient  package  inserts  for 
ampicillins  and  phenytoin  in  December 
and  for  benzodiazepines,  digoxin, 
methoxsalen,  and  thiazides  in  January 
1981,  and  now  intends  to  publish  a  final 
guideline  patient  package  insert  for 
Bendectin  in  February  1981.  Under  the 
patient  package  insert  regulations  (21 
CFR  203.30(a))  the  agency’s  patient 
package  insert  requirements  will  be 
effective  for  each  drug  or  drug  class  180 
days  after  the  date  of  publication  of  a 
notice  in  the  Federal  Register  that  issues 
the  final  guideline  for  a  drug. 

Use  of  any  drug  during  pregnancy 
may  carry  potential  risks  to  the  fetus, 
information  that  FDA  believes  should  be 
brought  to  the  direct  attention  of  users. 
Although  Bendectin  is  widely  used  to 
treat  the  nausea  and  vomiting  of 
pregnancy,  alternative  nondrug 
treatments,  including  eating  soda 
crackers  or  dry  toast  or  drinking  hot  or 
cold  liquids,  are  known  to  relieve  mild 
nausea  and  vomiting.  This  information 
should  also  be  made  known  to  users  of 
the  drug. 

About  2  to  3  percent  of  children  are 
born  with  a  major  birth  defect.  If  the 
mother  has  taken  certain  drugs  or  other 
substances,  such  as  alcohol,  during 
pregnancy  this  risk  may  be  increased. 
The  risk  of  a  birth  defect  is  greater  if  the 
substance  is  taken  during  the  first  8  to 
12  weeks  of  pregnancy,  when  the  unborn 
child  develops  basic  parts  of  the  body. 

In  11  of  13  studies  of  pregnant  women 
who  received  Bendectin,  there  was  no 
evidence  of  an  association  between  the 
drug  and  an  increased  risk  of  birth 
defects.  None  of  the  studies,  however, 
was  large  enough  to  rule  out  a  small 
increase  in  risk.  One  study  suggested 
the  possibility  of  an  increased  risk  of 
heart  defects  and  another  study 
suggested  the  possibility  of  an  increased 
risk  of  cleft  lip  and  cleft  palate  in 
children  born  to  women  who  took  the 
drug  during  pregnancy.  An  association 
of  Bendectin  and  these  defects  are  not 
confirmed  by  other  studies. 
Nevertheless,  FDA  believes  it  prudent  to 
revise  Bendectin’s  professional  labeling 
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to  recommend  the  drug  for  the  nausea 
and  vomiting  of  pregnancy  only  when 
they  are  severe  enough  to  interfere  with 
eating  or  daily  activities  and  cannot  be 
adequately  treated  with  the  nondrug 
measures  described  above. 

On  September  15  and  16, 1980,  FDA's 
Fertility  and  Maternal  Health  Drugs 
Advisory  Committee  reviewed  the 
available  scientific  information  about 
Bendectin's  safety,  including  its  possible 
association  with  birth  defects.  The 
committee  concluded  that  existing  data 
do  not  show  an  association  between  the 
drug  and  an  increased  risk  of  human 
birth  defects.  Nevertheless,  the 
committee  noted  a  “residual 
uncertainty”  in  the  sensitivity  of  the 
available  studies  and  recommended  that 
certain  current  epidemiological  studies 
of  Bendectin  be  continued  and  that 
certain  changes  be  made  in  the  drug’s 
labeling.  Among  the  labeling  changes 
was  a  committee  recommendation  that 
the  agency  require  a  patient  package 
insert  for  the  drug.  The  agency  accepts 
that  recommendation.  A  transcript  of 
the  advisory  committee  meeting  has 
been  placed  on  public  display  in  the 
office  of  the  Dockets  Management 
Branch  (HFA-305),  at  the  address  given 
above. 

The  agency  believes  a  patient  package 
insert  for  Bendectin  will  give  patients 
the  opportunity  to  be  informed  about  the 
benefits  and  risks  involved  in  the  use  of 
any  drug  during  pregnancy.  The  patient 
package  insert  includes  a  statement 
about  birth  defects  and  cautions  women 
generally  about  taking  drugs  during 
pregnancy.  Because  of  the  potential  risk 
to  the  unborn  child,  the  draft  guideline 
states  that  nausea  and  vomiting  that 
does  not  interfere  with  normal  eating 
habits  or  daily  activities  usually  does 
not  require  treatment  with  chugs  and 
that  nausea  and  vomiting  of  pregnancy 
can  often  be  controlled  by  nondrug 
treatments  such  as  eating  soda  crackers 
or  dry  toast  or  drinking  hot  or  cold 
liquids  on  rising  in  the  morning.  The 
agency  also  proposes  that  the  guideline 
patient  package  insert  contain 
information  about  side  effects  of  the 
drug  and  general  cautions  for  patients 
because  of  potential  side  eflects  (for 
example,  a  caution  that  the  product  may 
make  the  patient  drowsy  and,  thus,  the 
patient  should  be  careful  while  driving  a 
car). 

The  draft  guideline  patient  package 
insert  for  Bendectin  complies  with  the 
content  requirements  for  patient 
package  inserts  in  §  203.20(b).  except  in 
the  following  respects: 

The  guideline  patient  package  insert  is 
drafted  to  permit  manufacturers  and 
distributors  to  refer  to  the  drug  by’its 
brand  name.  For  this  combination  drug, 


FDA  believes  patients  will  find  it  easier 
to  understand  a  patient  package  insert 
that  uses  the  drug’s  brand  name  instead 
of  using  repeatedly  the  scientific  names 
of  its  two  active  ingredients. 

The  patient  package  insert  does  not 
contain  statements  about  the  use  of  the 
drug  during  labor  or  delivery  and  use  in 
special  populations  such  as  pediatric  or 
geriatric  patients  because  Bendectin 
does  not  have  a  recognized  use  in  any  of 
those  situations. 

The  patient  package  insert  does  not 
contain  information  about  the  excretion 
of  the  drug  in  breast  milk  because  the 
agency  believes  pregnancy  and  breast 
feeding  are  unlikely  to  occur 
simultaneously  in  Bendectin  users. 

The  patient  package  insert  does  not 
contain  a  specific  section  about  risks,  a 
section  that  is  used  in  other  guideline 
patient  package  inserts,  because  the 
risks  from  taking  Bendectin  primarily 
involve  birth  defects  and  are  described 
under  a  heading  entitled  “Pregnancy 
and  Birth  Defects.” 

The  patient  package  insert  does  not 
include  a  statement  about  the  drug's  use 
"for  other  conditions  as  determined  by 
your  doctor,”  because  there  is  only  one 
recognized  indication  and  one  well- 
defined  patient  population  (pregnant 
women). 

The  use  of  a  final  FDA  guideline 
patient  package  insert  constitutes 
compliance  with  the  regulations 
governing  the  content  of  the  inserts 
except  that  the  regulations  require 
certain  items  of  information  to  be  filled 
in  by  each  person  responsible  for 
preparing  an  insert.  Use  of  the  guideline 
is  not  required,  however.  To  facilitate 
comments  on  the  draft  guideline,  the 
agency  is  publishing  it  in  a  format  that 
will  permit  commenlers  to  make  written 
comments  directly  on  their  Federal 
Register  copy  of  the  guideline.  After 
FDA  receives  and  considers  comments 
on  the  draft  guideline,  the  agency  W’ill 
establish  a  final  guideline  patient 
package  insert.  FDA  will  also  formally 
apply  the  patient  package  insert 
regulations  in  Part  203  (21  CFR  Part  203) 
to  the  drug  in  the  manner  specified  in 
§  203.30(a)  (21  CFR  203.39(a))  by 
publication  of  a  notice  in  the  Federal 
Register. 

Interested  persons  may  submit  written 
comments  by  January  19, 1981  on  the 
draft  guideline  to  the  Dockets 
Management  Branch  (formerly  the 
Hearing  Clerk’s  office)  {HFA-305),  Food 
and  Drug  Administration, 

Rm.  4-62,  5600  Fishers  Lane,  Rockville, 
MD  20857.  If  comments  are  not  written 
directly  on  the  Federal  Register  copy, 
please  identify  them  with  the  docket 
number  found  in  brackets  in  the  heading 
of  this  document.  Received  comments 


may  be  seen  in  the  Dockets 
Management  Branch  office  between 
9  a.m.  and  4  p.m..  Monday  through 
Friday. 

The  draft  guideline  patient  package 
insert  for  combination  drugs  containing 
doxylamine  and  vitamin  B«  follows: 
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Doxylaniine  and  Vitamin  B-6 

(pronounced;  dox-il’-a-meen  and 
vye’-ta-min  B-6) 

(Brand  Name) 

Summary 

(Brand  Name)  is  used  to  treat  the  nausea  and  vom¬ 
iting  that  may  occur  during  the  first  few  weeks  of  preg¬ 
nancy.  You  should  take  this  drug  only  if  nausea  and 
vomiting  interfere  with  your  eating  or  daily  activities  and 
if  other  treatments  prescribed  by  your  doctor  do  not  re¬ 
lieve  your  symptoms.  These  other  treatments  include 
eating  soda  crackers  or  dry  toast,  or  drinking  hot  or  cold 
liquids  as  soon  as  you  wake  up  in  the  morning. 

Tliere  is  no  way  to  prove  that  any  substance  taken  by 
pregnant  women  does  not  cause  birth  defects  on  rare  oc¬ 
casions.  For  this  reason,  no  drug,  including  (Brand 
Name),  should  be  taken  during  pregnancy  unless  it  is 
clearly  necessarj-. 

As  a  side  effect  (Brand  Name)  may  make  you  drowsy, 
so  use  care  while  driving  a  car  or  using  machines  until 
jou  know  how  the  drug  affects  you. 

The  rest  of  this  leaflet  gives  you  more  information 
about  (Brand  Name).  Please  read  it  and  keep  it  for 
future  use. 

Use  of  (Brand  Name) 

Nausea  and  vomiting  of  early  pregnancy  (morning 
sickness)  is  verj-  common  but  usually  disappears  in  a  few 
weeks  with  no  treatment.  For  some  women,  these  symp¬ 
toms  are  se\  ere  enough  that  they  interfere  with  eating  or 
daily  activ  ities.  The  simplest  treatment  for  this  condition 
is  eating  soda  crackers  or  dry  toast,  or  drinking  hot  or 
cold  liquids,  as  soon  as  you  wake  up  in  the  morning.  If 
this  does  not  work.  (Brand  Name)  may  be  tried.  (Brand 
Name)  contains  two  drugs,  an  antihistamine  (doxyla- 
minel  and  vitamin  B6. 

How  To  Take  (Brand  Name) 

Nausea  and  vomiting  of  pregnancy  usually  occur  in 
the  morning.  Take  two  tablets  at  bedtime  so  that  the 
drug  will  start  working  by  morning.  If  this  dosage  does 
not  relieve  your  nausea  and  vomiting,  you  may  have  to 
take  an  additional  tablet  in  the  morning  or  mid-after¬ 


noon.  Your  doctor  ma\  i-hange  your  dosage  schedule 
depending  on  how  severe  your  symptoms  are  and  when 
they  occur.  If  the  nausea  and  vomiting  are  severe  and 
are  not  relieved  by  (Brand  Name),  contact  your  doctor. 

If  you  miss  a  dose  of  (Brand  Name),  take  it  as  soon  as 
you  remember.  Take  the  day’s  remaining  doses  af  the 
scheduled  time.  Do  not  take  two  doses  at  the  same  time 
unless  your  doctor  specifically  tells  you  to  do  so. 

Pregnancy  and  Birth  Defects 

About  2  or  3  out  of  every  100  children  born  have  a  ma¬ 
jor  birth  defect.  This  risk  may  be  increased  if  the  mother 
takes  certain  drugs  or  other  substances,  such  as  alcohol, 
during  pregnancy.  The  risk  of  a  birth  defect  is  increased 
if  the  substance  is  taken  during  the  first  8  to  12  weeks  of 
pregnancy,  when  the  unborn  child  develops  basic  parts 
of  the^body.  It  is  not  possible  to  prove  that  any  drug  or 
other  substance  is  totally  free  of  risk,  or  absolutely  safe, 
if  taken  during  pregnancy. 

In  1 1  of  13  studies  of  women  who  Ux)k  this  drug  dur¬ 
ing  pregnancy,  there  was  no  evidence  that  it  increased 
the  risk  of  birth  defects.  None  of  the  studies,  however, 
was  large  enough  to  rule  out  the  possibility  that  there 
may  be  a  small  increase  in  risk.  One  of  the  13  studies 
suggested  the  possibility  of  an  increased  risk  of  heart 
defects  in  children  born  to  users  of  this  drug.  In  another 
study  there  was  an  association  of  the  use  of  this  drug 
with  the  occurrence  of  mouth  defects  (cleft  lip  and  cleft 
palate).  Because  other  studies  did  not  have  such  find¬ 
ings.  it  cannot  be  concluded  that  these  defects  are  due  to 
this  drug. 

Because  it  is  not  possible  to  prove  that  a  drug  taken  by 
a  pregnant  woman  does  not.  on  rare  occasions,  cause 
birth  defects.  (Brand  Name)  should  be  taken  only  when 
clearly  needl'd.  Although  this  leaflet  cautions  about  the 
use  of  (Brand  Name),  this  drug  has  been  the  most  care¬ 
fully  studied  of  all  drugs  which  could  be  used  to  treat  the 
nausea  and  vomiting  of  pregnancy.  There  is  no  evidence 
that  any  other  drug  is  safer  in  treating  the  nausi'a  and 
vomiting  of  |)regnancy. 

General  Cautions 

(Brand  Name)  may  make  you  drowsy.  Be  careful 
while  driving  a  car  or  using  machines  until  you  know¬ 
how  it  affects  you.  Taking  (Brand  Name)  with  alcohol  or 
other  drugs — such  as  cough  and  cold  remedies,  antide¬ 
pressants,  pain  killers,  or  tranquilizers — may  increase 
the  drowsiness. 
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Tell  your  doctor  if  you  have  had  a  serious  reaction  to 
an  antihistamine  or  (Brand  Name)  in  the  past.  These  re¬ 
actions  include  extreme  drowsiness,  increased  agitation, 
excitement,  or  sleeplessness. 

Side  Effects 

In  addition  to  drowsiness,  (Brand  Name)  can  some¬ 
times  cause  vertigo  (a  spinning  sensation),  headache, 
confusion,  irritability,  nervousness  and  sleeplessness, 
and  stomach  pain.  If  any  of  these  or  other  side  effects 
bother  you,  call  your  doctor. 

Other  Information 

For  (Brand  Name)  to  help  you,  take  it  as  directed  on 
the  label.  This  drug  has  been  prescribed  specifically  for 
you  and  your  present  condition.  Do  not  give  it  to  others 
even  if  they  have  similar  symptoms.  Also  do  not  use  it 
yourself  for  any  condition  other  than  the  one  for  which  it 
Vas  prescribed. 

If  you  think  you  have  taken  an  overdose  or  if  you 
think  someone  else  has  taken  an  overdose,  contact  your 
poison  control  center,  doctor,  pharmacist,  or  nearest 
hospital  emergency  room  immediately.  KEEP  THIS 
DRUG  AND  ALL  DRUGS  OUT  OF  THE  REACH 
OF  CHILDREN. 

If  you  want  more  information  about  (Brand  Name), 
ask  your  doctor  or  pharmacist.  They  have  a  more  tech¬ 
nical  leaflet  (called  the  professional  labeling)  you  may 
read. 

Dated;  November  28, 1980. 

Mark  Novitch, 

Acting  Commissioner  of  Food  and  Drugs. 

[FR  Doc.  80-37747  Filed  12-4-80:  8:45  am) 
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